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Amendments to the Claims : 

1. (Currently amended) Aa A composition consisting of an artificial antigen which 
is specifically recognized by the antifilaggrin autoantibodies present in the serum of patients 
suffering from rheumatoid arthritis, consisting of a recombinant or synthetic polypeptide having 
at least one citrulline residue, wherein said polypeptide is derived from any one of the filaggrin 
variants represented by SEQ ID NO: 7 or a fragment thereof having at least 5 consecutive amino 
acid residues comprising at least one arginine residue. 

2. (Currently amended) The ar tificial antig e n composition as cL timed in claim 1, 
wherem said fragment of at least 5 consecutive amino acid residues of a filaggrin variant is 
selected from: 

fragment J 44 to 31 4 of SEQ ID NO: 7 or sub-fragments thereof comprising at least one 
arginine residue; and 

fragment 76 to 144 of SEQ ID NO: 7 or sub-fragments thereof comprising at least one 
arginine residue. 

3 . (Currently amended) The artific i al antigen composition as c i aimed in claim 1 , 
wherein said fragment of at least 5 consecutive amino acid residues of a filaggrin variant is 
fragment 71-1 19 of SEQ ID NO: 7 or sub-fragments thereof comprising at least one arginine 
residua 

4. (Currently amended) The artificial antigen composition as c laimed in claim 1 , 
wherein said fragment of at least 5 consecutive amino acid residues of a fihiggrin variant 
comprising at least one arginine residue is selected from peptides SEQ ID NO: 3, SEQ ID NO: 5, 
SEQ ID NO: 6, or sub-fragments thereof. 

5. (Currently amended) A method for the in vitro diagnosis of rheumatoid arthritis 
comprising the steps of: 

providing an Us e of th o antigen as claimed in any one of claims 1 io 4 for the in vitro 
di agn o s is o f rh e um at oid arthr itis; 

providing a biological sa mple for diagnosis of rheumatoid arthritis: 



* RCVD AT 7/1/2004 1 1 :36:23 AM (Eastern Daylight Time] * SVR:USPT0-EFXRF-1>1 * DWIS:8729306 * CfflD:7043316090 * DURATION (mm-ss):02-34 



07/01/2004 11:37 FAX 7043316090 ALSTON BIRD LLP 



E1004 



Appl.No.: 09/254,032 
Filed: 04/26/1999 
Page 3 

bringing said biological sample into contact with said antigen under co nditions allowing 
the formation of an antigen/antibody complex with the autoantibodies specifi c for rheumatoid 
arthritis which mav be present hi said biological sample: and 

detecting the antigen/antibody complex which may be formed . 

6. (Previously amended) An antigenic composition, which contnius an antigen a$ 
claimed in any one of claims 1 to 4 3 with the exclusion of compositions with a structure identical 
to that of a preparation of i$oforms of filaggrin which is purified from the human epidermis, 
comprising a mixture of isoforms having a molecular weight of 40,000 measured by SDS-PAGE 
and a pi ranging between 5.8 and 7.4. 

7. (Withdrawn) A method of detecting the autoantibodies speci lie for rheumatoid 
arthritis in a biological sample, which method comprises: 

bringing said biological sample in contact with an antigen as claimed in any one of 
claims 1 to 4, under conditions allowing the formation of an antigen/antibody complex with the 
autoantibodies specific for rheumatoid arthritis which may be present; 

detecting, the antigen/antibody complex which may be formed. 

8. (Withdrawn) A kit for the detection of autoantibodies speciile for rheumatoid 
arthritis in a biological sample, which comprises at least one antigen as claimed in any one of 
claims 1 to 4, as well as buffers and reagents appropriate for constituting a reaction medium 
allowing the formation of an antigen/antibody complex. 

9. (Withdrawn) A method of detecting the autoantibodies specific for rheumatoid 
arthritis in a biological sample, which method comprises: 

bringing said biological sample into contaot with an antigenic composition as claimed in 
claim 6 5 under conditions allowing the formation of an antigen/antibody complex with the 
autoantibodies specific for rheumatoid arthritis which may be present; 

detecting the antigen/antibody complex which may be formed. 
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1 0. (Withdrawn) A kit for the detection of autoantibodies specific for rheumatoid 

"A 

arthritis in a biological sample^ which comprises at least one antigenic composition as claimed in 
claim 6 ? as well as buffers and reagents appropriate for constituting a reaction medium allowing 
the formation of an antigen/antibody complex. 

1 L (Withdrawn) The composition of c)aim 6 wherein the antigen is labeled. 

12. (Withdrawn) The composition of claim 6 wherein the antigen is conjugated with 
a carrier molecule. 

13. (Withdrawn) A process for preparing an artificial antigen which is specifically 
recognized by the antifilaggrin autoantibodies present in the seram of patienis suffering from 
rheumatoid arthritis, wherein said process comprises: 

providing a recombinant or synthetic polypeptide consisting of a filai^grin unit of 
SEQ ID NO: 7 or a fragment thereof of at least 5 consecutive amino acids comprising at least 
one arginine residue; 

replacing at least one arginine residue of said polypeptide with a citrulline residue; and 
recovering the citrullinated peptide recognized by the serum of patients suffering from 
rheumatoid arthritis. 

1 4. (Withdrawn) A process of claim 13, wherein the replacement of arginine with 
citrulline is made by deimination of said arginine by a peptidylarginine deiminase. 

15. (Withdrawn) A process of claim 13, wherein the replacement of arginine with 
citrulline is made by incorporation of one or more citrulline residues in place of one or more 
arginine residues during synthesis of the peptide. 

16. (Withdrawn) A process for preparing an antigenic composit ion wherein said 
process comprises: 

preparing an artificial antigen by the process of claim 13; and 
incorporating said antigen into a composition. 
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1 7. (Withdrawn) A process of claim 1 6 further comprising labeling said artificial 
antigen. 

1 8. (Withdrawn) A process of claim 16 further comprising conjugating said antigen 
with a carrier molecule. 

19. (Withdrawn) A method for the in vitro diagnosis of rheumatoid arthritis 
comprising the steps of: 

preparing an artificial antigen by the process of claim 13; 

providing a biological sample for diagnosis of rheumatoid arthritis; 

bringing said biological sample into contact with said artificial antigen under conditions 
allowing the formation of an antigen/antibody complex with the autoantibodies specific for 
rheumatoid arthritis which maybe present in said biological sample; and 

detecting, by any appropriate means, the antigen/antibody complex w hich may be 
formed. 
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